Expression status of GATA3 and mismatch repair proteins in upper tract urothelial carcinoma.
GATA binding protein 3 (GATA3) and mismatch repair (MMR) deficiency contribute to the development of urothelial carcinoma. However, the combined expression of GATA3 and microsatellite instability (MSI) in upper tract urothelial carcinoma (UTUC) and its prognostic value have not been investigated. Here, we immunohistochemically stained GATA3 and MMR proteins in 108 UTUC samples. GATA3 was positive in 74 cases, and its expression was significantly lower than in adjacent benign urothelium (P < 0.001). Loss of GATA3 expression was statistically associated with adverse clinicopathologic parameters, such as advanced stage, lymphovascular invasion, neural invasion, lymph node metastasis, and extensive necrosis. Cancer-specific survival (CSS, P = 0.028) and disease-free survival (DFS, P = 0.024) were significantly shorter in patients with GATA3 negative tumors than in patients with GATA3 positive tumors. The absence of MMR proteins was observed in 8.3% of the cases, and focal staining was identified in 13.0%. When using "lax criteria" which resulted in counting cases as negative where MMR staining was in fact focally positive (&lt; 5%), we found that GATA3 was inversely associated with MSI (P = 0.005). Moreover, GATA3-/microsatellite stability (MS) tumors were correlated with advanced pT stage (P < 0.001) and poor outcome (P = 0.019 for CSS, P = 0.016 for DFS) compared with GATA3+/ MSI ones. The GATA3-/MSI cases had unfavorable clinical outcomes compared with GATA3+/MSI cases (P = 0.008 for CSS, P = 0.023 for DFS). This finding raises a question as to whether GATA3 interacts with MSI through the TGF-β signaling pathway and regulates UTUC progression.